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IN THE UNITED STATES PATENT ANP TRADEMARK OFFICE 



In ns pAxatt flppfication of: 



) 
) 
) 
) 
) 
) 
) 
) 
) 



BARBER, etd. 



Brfore the Examiner 
ElUPfisdev 



S«halNo. I0/O1M67 



Oroup Art 
UnitJ633 



Filed April 4, 2002 



AN17B10T1C AGENTS 



OECLARAHON OF JILL BARBER 
SUBMITTEP VNOm 35 V$C 



I Jill Barb^, a British sutqect of 22 Artbog Road, Didsbuiy, Mandttster, M20 6HG, 
GfCflt Britain, declare a$ follows. 

1. I am making this Declaration in supj>ait of US Patent Application No. 
10/01 S,467 Oiiodn refcfrcd to as 'the Application''). 

Z I am named as a co-inventor in the Applicatioa 

3. I WBS awarded the degrees B.A., M.A. and Ph.D hy the Univeisily of 
Cambridge and am a member of the Ro>«l Society of Chesniatry and Qiartered Chemist I 
have been employed by The Victoria Univenity of Mmichester, Oxford Road, Miwdtester, 
Ml 3 9PL, MAtchester, Great Britain » a Senior Lecturer since 1993 spedaUsing in 
Mcdicinai Cbemi«t]iy. 

4. I have reviewed and am j&iDiliar with the Application. 

5. Tests were conducted under my direction to estabtish the acid stability of the 
following esters: 



over a lange of pH conditions that are likely to be aicountered in the stomach of a 
human paiient 

6. The compounds tested for acid degradation were dtjsoived in deuterated 
Britton-Robinson bufo at apparent pH 2.0 or in deuteraied phosphaxe buflSsr at apparent pH 
2.01 to give concentrations of sitfaer 4miM or 2mM, depending on the solubility of the 
compound. The degradation experim^ts were performed by acquiring ID-^H spectrum 
(usixig 8 PRESAT pulse - presaturation for ws«er suppression) at regular intervals. Alt 
degradation studies were monitored at 37^ C, TSP. at a concentration of 1 mM, was used as a 
refeenco standard. The proton peaks to be montoted were selected and normalised against 



<i) Efythromycin B succinate (EBBSX and 

(ii> Erythromydn A 2'~e4iyl succinate 05AES) 
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TSP. After b^Bwe oonectiofi, if:^ bOicpd values of ths sdectod p^ i ta 



time Jbe specM wre jirooe^ ^ d^^rtSs^^ 



BcpmiKn^e^ini jsi^ of a KfisfOToe twft that pfedicted by thaoiy, muliiplitt ifae 
rw ^l^njitaita^^ s«nals to pwdiiceth«c»nad»d 

inouctiOA decay (FID). 



0VBS the half - hfis m miniitEB of EBES and EA6S at vinous pH vahia \ 



Ha^mm (m^w) EBES mad £A£S at mMk pH 









1 


2£ 


3 


3-S J 


4 


EBES 


CI 70 


>180 


>420 


9ft 


n/t 


EAES 


<5 


<S 


< JO 


Si 


170 



nft^'tet tester. 



8. Hie rsutts in Table 2 de^ly demtmstrale tbe odumcad siabiiit)^ of EBES a« 
compared to EAES over a nuii^ of aad pH conditions. Ast ddioiMi in Table I, EBES 
arable for ca 70 fiiim Oh 10inhi)Mpm,yc*fT||™ i80mnis(3h)atpHi5, and«er 
lhad420iinB(7h)atpH3. In viewoftiaid,«tBbyi4rofBBE9ati«vd 
wcKfiottaMd. 

9. Trtts wcro condwted mrier my dinsction to provide it compa^viive 
de^ttdation smdy of Exyftnomydo 8 T<m sucdnate (BBESX Eiythioniydn A Z'-eftyl 
«uccmte CBAES) and EiythrDn^ B enol ether T^-ed^l sticdnate (^EES) under 
oradit!Oi»inii^c)drig a paedi thereof. Inorderto deteinmiefhe 
cflbct oE pH and soJubility on Ibe ejstcnt of hydroJysis, the compounds were fonnulaied as 
ntSpeasioRs in water (25 n« ml"') md wwe stored b a nLfi^maiot ai 4*C for 21 days 
Sobseqimtfly die samples edracted with cMorofbim and one dimensional ^ spetrtta 
nmrv aOQiAed. Signals at ^ppcoajnnln^r 3.20 (^-^^^ j 
ester) wi6r« among thoM used to denmine the Hie jresuto m shown in 
Table 2. 
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EBES 68.2 23.1 

JEBEES ''-O 

EABS 26.2 30.1 



TMe 2 clearly demoiBlnte 4ie stones sttbilily of the 2r-«ster of jgiytfvoiiQrdn B ewl 
odior. 

la TbGi^^>l^vedstabOityofEBESt1diltivB1DBAES asde^ 1 canbe 

eip«cied to be dwfld for oU Eiythiiotf^ 

cof wg popimt of BiyJiromycin A (EA). Ihjsisdueto Ae&£tUsiltheEAestB7b«ar 
a l94jo:i^group^Cl2whemth«EBe«l«sdonot Bxai^ydiesaiiiearEUincntvplitttD 

Eiytfanm^vtin A enol eter (BAH^ 
Tabfe2. 



11. ibmbydeclH^thaitfinsttfieim 
ml th^ su»iiraiit$ mute on infonnAticin and bdidfaebdieved to be tni«; and fiiidier that 
tae statanunts tvm xoade with the koowiedf^ that mtflil fiise statoxmnis »d the like so 
made m pmMblA bj fine or mpristsmenk, or boili, under Section 1001 of Title 18 of the 
United States Code, md fhac such wiifiil fidse statements iiuy jeopaniiae the vdMty of the 
Appbcstioki or any pat^it issuk^ thoieoa 




Typed Name M P^^f 
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IN tgE CTflTCD STAT ES PATENT A ND TRADEMARK OFFICE 
In re Patent Apidication of 

BARBER Et af AHy. Ref.: 39-252; ConiGrawiioQ Na 8122 . 

Appl No. I0/D1«,467 TCyA.i;. 1623 

Filed: April 4, 2002 Examiiier: Pesdev.E. 



For ANTIBIDTIC AGENTS 



******* 



Commissioner for PueaU 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Sir: 

ttECLABATlON 

We, Jin Sober and MahanuBedN, Moidi, do hereby dedaie and sttfe as ibUows. 

1. WewecOHMVOitorsoftbeailiieGtinatttf dainie^ 

2. We are co-autbors, togpdier wiA Gandb A. Monis, ^ftclldle D. Pelta and 
Valerie Boote of an article entitled: •AciiOrtriyaed T3eptdatioa of Clarithroniydn and 
EiytbrooLycinB: ACompandwStedyUsingNMRSpectroae^ 

Jom>a of Medicinal OieBiistiy 43:467-474 (2000) (hereinaftBr "the Aitide"). 

3. To tihe extent tetibaAitielediwloaes or sDggeibtfieianwiitira 

the above-ideaiified application, that invention i» oor own. While Gareth Mbiris, 
Miehelk Pelta and Valerie Boote made contrihutioDS to the subject matter of the Article 
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BARBER «tal 
Appl. No. 10/018.467 

that wBiTHntBd their being named a3 co-authorsy these individuals did not contribute to tbe 
conceirtion of tbe Invention claimed in the above^idendiled plication, ba will be clear 
irom the conunoits that follow: 

Oafetfa Monris is an NMR expert in the Depaitnient of Chemistxy at the University 
of MnncKester (UMAN)- Professor Morris made significant contributions to the Article 
in that he designed the NMR eTq^eriments described and deduced the kinetic parameters. 
Pkofessor Morris was responsible for several novel experiments conducted during die 
coui^e of the studies report^ in the Article. 

Michelle Felts was Professor Morris' graduate snident in the Department of 
Chemistty at UMAN. Ms, Pdta (now Dr. Pelta) concributed to the results reported in the 
Article in the context of the Eiffimoo Ordered gpecowcopY (DOS Y) time conrse and 
associated automated shimming. 

Valerie Boote is a senior technician in the Department of Chemistry at UMAN. 
She made sigmficsnt technical contributions to the mass spectrometric data reported in 
tiie Article- 

4. As mil be clear from tfie details presented in paragraph 3 above, co-authOiB 
Morris^ Pelta and Boote made significant contributions to the studies reported in tte 
Article, however, they did not conlribute to the conception of the invention claimed m fte 
above-identified application. 

We hereby declare that all statements made herein of our own loiowledge are true 
and that statements made on information and belief are believed to be true; and further 

-7^ 
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